This summer, FRAME is launching a new initiative, entitled Putting Replacement First. It began with a Reception at the House of Lords on 14 June, hosted by FRAME's Patron, Lord Soulsby of Swaffham Prior. This will be followed, on 6 July, by the opening, by the Rt Hon. Ed Balls PC MP, Secretary of State for Children, Schools and Families, of an expanded and completely redesigned and re-equipped FRAME Alternatives Laboratory in the School of Biomedical Sciences at the University of Nottingham Medical School.
It was 50 years ago that William Russell first spelled out the Three Rs concept, in a talk entitled Modes of Increasing Humanity: Replacement, Reduction and Refinement, given at a UFAW Symposium on Humane Technique in the Laboratory, held at Birkbeck College, London, on 8 May 1957. 1 Two years later, in 1959, The Principles of Humane Experimental Technique, by William Russell and Rex Burch, was published, which was aimed at "a systematic application of similar principles [of humane care of animals before and after experiments] to the technique of experimentation itself". 2 Undoubtedly, there are many plans afoot for the celebration in 2009 of the 50th anniversary of the publication of The Principles, but FRAME has decided also to prepare for its own 40th anniversary in that same year, by rededicating itself to the search for genuine progress in relation to the most difficult of the Three Rs to achieve -Replacement.
We consider that, while much has been accomplished (in the UK, for example) in relation to Refinement since the Animals (Scientific Procedures) Act 1986 came into force 20 years ago, a good deal remains to be achieved, especially in relation to the care and use of dogs and non-human primates. However, most regrettably, the steady Reduction in the overall numbers of animals used in procedures, promised during the passage of the Act through Parliament, has not been delivered. Although it has long been known that better experimental design can improve the quality of scientific output, as well as serving the interests of animal welfare, the authorities, organisations and scientists involved seem to lack the will to invest in the necessary training or to change their conventional ways of working to the extent necessary to make a real impact and reduce the number of laboratory animals used each year.
However, it is the targeted Replacement of animal procedures which has been the most disappointing of all, since there has been insufficient investment in the development of non-animal procedures. The legislation requires that, when replacement alternative methods exist, they must be used, but does not stipulate that such methods that do not yet exist must be researched and provided. Meanwhile, fundamental research and testing continue to rely on the use of traditional animal procedures of limited value, and it is increasingly claimed that the use of genetically altered animals will provide opportunities for the effective treatment and eventual elimination of all the diseases which continue to compromise the length and quality of human life.
Therefore, a FRAME Replacement Committee is being formed, to work alongside the FRAME Toxicity Steering Committee, to strengthen the Charity's commitment to achieving the most challenging of the Three Rs, by encouraging the progressive obviation of the need for laboratory animal procedures by making available scientifically relevant and reliable replacement alternative methods. However, recognising that the other two Rs are also important, 3 FRAME will continue to be actively involved in ongoing work on Reduction and Refinement, via the FRAME Reduction Steering Committee, the BVA/FRAME/RSPCA/ UFAW Joint Working Group on Refinement, and the Focus on Alternatives group (a collaboration with Advocates for Animals, the Dr Hadwen Trust, the Lord Dowding Fund, the RSPCA and the UK Human Tissue Bank). FRAME will also cooperate, wherever possible, with other organisations, such as the NC3Rs and ECVAM, in promoting the Three Rs concept as a whole.
In addition to investing further in an exciting future for the FRAME Alternatives Laboratory, and building on its substantial achievements of the last 25 years, FRAME will continue to conduct research at Russell & Burch House, which will be focused on the development of strategies for integrating the emerging non-animal technologies into intelligent Editorial Putting Replacement First approaches to efficacy and safety/toxicity testing for chemicals and drugs and other products.
The aim of the FRAME Putting Replacement First initiative is to encourage greater investment in a vigorous and concerted effort to facilitate the development and use of modern and advanced methods in cell and molecular biology, cell and tissue culture, computational modelling, ethical clinical studies and epidemiology. It is an urgent necessity that the use of animals in medical research and safety testing is progressively replaced by scientifically-sound and more-relevant strategies for curing many human diseases and reducing the risk of others. This is the only way of avoiding the inescapable problems which stem from the fact that, since humans and animals are different, so their diseases are different, as are their responses to chemicals, medicines and products of many kinds.
Russell and Burch warned of the danger of succumbing to the high fidelity fallacy, that is, of relying on animal models which are generally like humans in a search for answers to questions which require a degree of high discrimination which is beyond such models. This warning has been largely ignored, so drugs frequently have to be withdrawn during clinical trials, and we still have very insufficient knowledge about which chemicals might cause cancer or other serious toxic effects in humans, rather than just in rodents. The fidelity of animal models has remained more or less the same during the last 50 years, and is unlikely to change significantly in the future -meanwhile, in vitro and com-puter models continue to acquire greater and greater powers of discrimination.
Bearing all this in mind, and in the light of the conclusion of Russell and Burch that "Refinement is never enough, and we should always seek further Reduction and, if possible, replacement -Replacement is always a satisfactory answer", FRAME invites those scientists, companies, administrators, politicians, regulators and members of the general public, who seek reliable ways forward that take full account of the interests and welfare of both humans and animals, to work with FRAME to seize the exciting opportunities before us, for reaping benefits of every kind -scientific, economic and humanitarian. 4 
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